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“Co g1 moi?”

— Vi sao chu dé nay lai pho bién va gay nhiéu tranh céi ?
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Dap ung kém voi
kich thich buong
tring (POR)

* Pinh nghia

* Panh gia

“ Chién luoc
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Dinh nghia: Dép tingkém v6i KTBT (POR)

+ Téng quan hé thdng ctia 47 thit nghiém LS ngau nhién ¢ d6i chimg (RCT) da thong ké c6
toi 41 dinh nghia vé dap tng kém véi kich thich buéng tring (KTBT) (1)

* Pé chuan hoa dinh nghia vé POR, Ferraretti et al. (2) da dé xuat tiéu chuan mai, “tiéu
chuan Bologna,” dwa trén 3 diéu kién:

* 1) Tuoi cia BN tir 40 tudi trd 1én hoac cé bat ky yéu t6 nguy co nao khac caa POR;
+ 2) TS 1 lan trude day co6 POR; va

* 3) Test duy trit budng tritng thap thong qua danh gia (AMH) va s6 nang noan th
cap (AFC).

“ Chan doan POR khi co tir 2/3 tiéu chuan

* Thém vao do, néu BN da ¢6 2 chu ky c6 dap iing kém sau KTBT t6i da la du dé
phan loai POR ngay ca khi khong théa man cac tiéu chuan trén

Polyzos NP, Devroey P. A systematic review of randomized trials for the treat- ment of poor ovarian responders: is there any light at the end of the tunnel? Fertil Steril 2011;96. 1058-61.e7.
Ferraretti AP, la Marca A, Fauser BC, Tarlatzis B, Nargund G, Gianaroli L. ESHRE consensus on the definition of ““poor response” to ovarian stimulation for in vitro fertilization: the Bologna criteria. Hum Reprod 2011;26:1616—24.



He thong phan loai chi tiet hon ve dap ung kem voi KTBT: Remonad

Tz “dap ting kém voi KTBT” toi “tién lwong toi”

Dinh nghia mdi vé nhitng BN co6 “tién lwong t6i”:

1) Gidi thiéu 2 khai niém mdi ve dap ing kém:
a. "Pap ting dudi toi da” (suboptimal response) dwgc dinh nghia la thu
dwoc tir 4 - 9 noan, ¢ bat ky do tudi nao, két hop vai ty 1€ co thai song thap
hon dang ké so voi nhom dap ting binh thwong, VD nhuw nhitng BN thu
dwoc 10 - 15 noan (4).

b. “Giam dap tng,” (hyporesponse) la khi can liéu gonadotropin cao hon
va kéo dai kich thich hon dé thu dugc da s6 luwgng noan (nhiéu hon 3) (5).

2) Két hop cac thong so vé “chat lugng” va “s6 luong”:
a. Tudi cua BN va ty 1é di bdi NST mong doi.

b. Cac marker sinh hoc va chttc nang (nhuv AMH va AFC).
Fertil Steril, Articlein press, 2016.



Ca thé hoa phac do diéu tri

a. St dung nhiing phac do6 diéu tri
teong tv GnRH khac.

b. Phat hién tinh da hinh

cua Gonadotropin va
receptor cua chung

c. Do dac liéu FSH khoi dau

d. Ca thé hoéa liéu Gonadotropin
(VD phac d6 diéu tri don thuan
FSH hoac thudc ¢6 chira LH)

e. Danh gia nhitng ché d¢ diéu tri
dac biét, bao gom tich liiy noan /

méi dé thu dugc két qua tot
at
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Fertil Steril, Articlein press, 2016.



Danh gia

“*FSH co so

“* AMH

“*Inhibin B

“*Estradiol co s&

s AFC

«»Thé tich buong trimg

< Luu lwong mach mau budng trimg
«»Sinh thiét budng trimg

«»Test thir bing clomifen citrat

<Test du trit BT bing FSH ngoai sinh
«»Test kich thich bing GnRH dong van
MO0 hinh tién lugng da bién
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Summary of the value of screening tests of ovarian reserve.

Poor response Non-pregnancy
Sensitivity Specificity Sensitivity Specificity
Test Cutpoint (%) (%) (%) (%)  Reliability  Advantages Limitations
FSH 10-20 IUL 10-80 83-100 7-58  43-100 Limited  Widespread use  Reliability
Low sensitivity
AMH 0.2-0.7ng/mL  40-97  78-92 a : Good Reliability Limit of detectability
Two commercial assays
Does not predict
non-pregnancy
AFC 3-10 9-73 73-100 8-33 64-100 Good Reliability Low sensitivity
Widespread use
Inhibin B 40-45pg/mL  40-80 64-90 : Limited Reliability
Does not predict
non-pregnancy
CCCT 10-22 UL 35-98  68-98 23-61 67-100 Limited  Higher sensitivity  Reliability
(day-10 FSH) than basal FSH  Limited additional value
to basal FSH
Requires drug
administration

Note: Laboratories ELISA.
¥ Insufficient evidence.

Practice Committee, Ovarian reserve testing. Fertil Stenil 2015,

Tong keét cac test du trit buong trimg

FSH, AMH, AFC, Inhibit B, CCCT
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Chién luoc diéu tri dap ung kém
voi kich thich buong trung

Thay d6i cac phac do kich thich buéng tring
Cac lwa chon diéu tri khac
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Thay doi cac phac do kich thich budng trimg

* Thudc + Piéu tri ho tro
# Gonadotropin + Estradiol priming
* GnRH dong van +* GH

“ GnRH doi van + Androgen

.z‘ Ph 4 d\/\
T * Aspirin
* DuoStim
* Piéu tri khac
* Microflare/mini IVF/chu ky ty nhién
* Y hoc ¢6 truyén
* Két hgp GnRH dong van va d6i van
* Cham ctru
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Thudc

* Gonadotropin:

* Liéu khéi dau gonadotropin cao hon (450IU va 6001U)

* Gonadotropins tac dung kéo dai (corifollitropin alfa)

“* uFSH

+ Bat dau FSH hoang thé / bat dau muon / bat dau som (D1)
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Phéac d6

* Chu ky ty nhién c6 hoac khong c6 kich thich toi thiéu
¢ Chi dung FSH/hMG (khong c¢6 dong van hay do6i van)
¢ DuoStim
* GnRH doéng van
+ Két hop véi GnRH d6i van
* Dirng phac d6: dé lam giam hodc dirng liéu GnRH dong van trong sudt pha thé
* Giam thoi gian dung GnRH doéng van
“ Cac phac d6 diéu tri: Ngan va cie ngan/mini IVF/micro dose flareup
* GnRH ddi van

+ Bat dau trong thoi ky gitta - mudn pha nang noan



Phac d0 GnRH d6i van Estradiol hoang thé

Retrieval

Ultrasound and blood monitoring

Source: Expert Rev of Obstet Gynecol © 2013 Expert Reviews Ltd
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Phac do thuoc uong tranh thai / GnRH doéng van micro dose

Source: Expert Rev of Obstet Gynecol © 2013 Expert Reviews Ltd
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Piéu tri ho tro

* Estradiol trong pha hoang thé * Aspirin liéu thap
* Dung dong thoi hoac khong ding # Uc ché Aromatase (Letrozole)
GnRH doi van

* Clomiphene Citrate
* rLH vdi rFSH

* Hormon tang treong GH hoac o ne
Y t/\/ * 2 o h 4 GH . : \ ¥
e * L-arginine duong uong

* Androgen:
* Dexamethasone

* DHEA duong udng truede khi KTBT
+ hCG

* Testosterone tiém trong da * Metformin
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Xu hwéng trong nghién cttu veé
dap ing kém voi KTBT: bai hoc tir cac

thtr nghiém LS ngau nhién c6 doi chiing
trong ho trg sinh san
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Nhin chung, da s6 c4c thir nghiém di duogc cong bd vé POR déu ¢ nhimg sai lam vé phuong phap
luan va c6 nguy co sai léch lén. Cac nghién ctru giong nhau da st dung nhiéu dinh nghia khac nhau
vé dap tung kém v4i KTBT va nhiéu can thiép dé so sanh. Vi vay, khéng ngac nhién khi céc thu
nghiém so sanh céc can thiép giong nhau lai cho két qua khac biét rd rét. Sau khi danh gia vé phuong
phap luan va két qua cua cac nghién ctru, nhitng khuyén céo chung da duoc dua ra nham cai thién
chat luong cua nhitng nghién ctru vé dap ung kém véi KTBT trong tuong lai.

Papathanasiou et al. , HRU \Wl.22, No.3 pp. 306-319, 2016
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Table Il Interventions with at least one RCT indicating benefit in reproductive outcomes.

Intervention Significant Number of RCTsshowing Number of RCTs showing no
outcome benefit benefit
vEstmgmadd-bukfofMealmppon Live birth . I RCT lﬁCT
Kutlusoy et of. (2014) Aghahosseini et al. (201 1)
LM 4-day treatment followed by rFSH treatment Live birth I RCT None
during long protocol Ferraretti et of. (2014)
DHEA supplementation Ongoing pregnancy I RCT 4RCTs
Moawad and Shaeer (2012) Wiser et ol, (2010)
Artinl et ol. (2012)
Kara etal (2014)
Yeung et al. 2014)
Antagonist flexible protocol (compared with Ongoing pregnancy I RCT 8RCTs
microdose flare protocol) Lainas et al. (2008) Alman et ol (2001)
Martinez et ol. (2003)
Malmusi et ol. (2005)
Schmidt et ol. (2005)
De Placido et al. (2006)
Demirol and Gurgan (2009)
Kahraman et ol. (2009)
Davar et ol. (2013)
Day 2 embryo transfer (compared with Day 3) Ongoing pregnancy | RCT None
Bahceci et ¢l (2006)
Long protocol (compared with antagonist protocol) Clinical pregnancy | RCT TRCTs
Prapas et al. (2013) Cheung et ol. (2005)
Marci et al. (2005)
Tazegul et ¢l. (2008)
Kim et al, {2009)
Shahrokh Tehrani Nejad et i, (2008)
Kim et ol (2011)
Sunkara et ol. 2014)
Follicular flushing Clinical pregnancy I RCT IRCT
Mok-Lin et ol (2013) Levens et ol (2009)
Day 4 FSH start (compared with Day | FSH start) Clinical pregnancy IRCT None
during antagonist protocol Baerwald et ol. 2012)
Transdermal testosterone Clinical pregnancy I RCT 2RCTs
Kim et al. (201 1) Massin et ol. (2006)
Fabregues et ol. (2009)
Luteal phase FSH start Clinical pregnancy I RCT 2RCTs
Kucuk et ol. (2008) Kucuk and Sozen (2007)
Kansal Kaira et ol. (2008)
Addition of rLH mid-stimulation (compared with FSH Clinical pregnancy | RCT 2RCTs
dose increase) Ruvolo et al. (2007) De Placido et ¢l. (2001)
De Placido et ol. (2005)
High FSH dose (300 IU/day) (compared with Clinical pregnancy | RCT None
150 IU/day) Klinkert et al. (2005)
rLH/rFSH, recombinant LH/FSH,
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Bang IV. Nhiing van dé then chot vé lam sang va
xu hudng trong nghién ctu vé POR

e Tiéu chuan pho bién nhat dé dinh nghia “dap &ng kém” trong cac thir
nghiém ngau nhién cé d6i chirng (RCT) la dap &ng thap & lan KTBT trwdc
do.

* Gid tri cut-off thwong dung nhat a “thu dwoc it hon hodc bang 3 no3n”.
* Test pho bién nhat trong RCT thuwong dung chi s6 AFC va FSH, tiép do |a
tudi va AMH.

 Tat ca can thiép trong cac nghién ciru duwoc thuc hién trudc hoac trong
thoi gian qua kich budng trirng co6 kiém soat.

* Phac d6 kich thich pho bién nhat trong cac nghién ctru la phac d6 doi
van, phac d6 microdose flare va phac doé long down - regulation.

e Cac RCT d3 chi ra cac két qua mau thuan vé sb lvgng noan thu duoc va
két qua sinh san.

* Chi cé 1 trong 10 RCT da bao cdo cac khac biét quan trong cé y nghia
thong ké vé két qua sinh san.

e Khdng cd can thiép “tich cuc” nao dugc nhiéu hon 1 RCT “tich cuc” dng
ho .
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Két luan

“Piéu tri cho bénh nhan co dap tmg kém véi kich thich
budng trimg (POR) van con 1a mdt van dé phuc tap va nhiéu
tranh cai”



